(i2)«»tt**»ic*-5ixr^iB*nfcBBaiiii 



(l9)#Ht»»Bf#*aBi 

(43) bs^mb 

2005 ^8fl4B (04.08.2005) 




PCT 



(10) SCS^BBS^ 
WO 2005/071420 Al 



(51) m&ttPtK® 1 : G01N 33/68, C12Q 

1/34, G01N 21/77, 21/78, 21/82, 33/70 



(21) @®ajP##: 

(22) SKJUiEiB: 

(25) BietMaro: 

(26) SBB^<Z>Wi§: 



PCT/JP2005/000758 
2005 *fl £21 B (21.01.2005) 

B*I§ 



(30) S5fcte^-*: 

^852004-016146 2004 *P1 £23 B (23.01.2004) JP 

(71) a«A(*B*WE<^T©»SHI=-3^T;: T-<7 
U^**iC£*t (ARKRAY, INC.) [JP/JP1; T 6018045 % 
««»:»ifj*BKA*BWBBr5 7 Kyoto (JP). 



(72) ftflft; J3*tf 

(75) ^^#/WISiA (*BlCO^r<7)^): 

(KOSAKA, Hidcko) [JP/JP]; T 601 8045 BCSffifrSifc 

Kyoto (JP). & (SAKAMOTO, Hisashi) [JP/JP]; T 
6018045mi»^m«Bmmi2m^^ffi^BaBr5 7 7— 
£ 1/ >f 1* Kyoto (JP). 

(74) ftSA: ^BB f& , H (YOSHEDA, Minora et al.); 
T5430014 *B£j&*BSrrj^£^E£jl7cfflJ2# 
3 2-1 3 0 1 Osaka (JP). 

(si) *&s@m^a>fciMfiy. ±T<&its<Diirt&9tt>< 

p! fl&J: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, 
BW, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, DM, 
DZ, EC, EE, EG, ES, FT, GB, GD, GE, GH, GM, HR, HU, 
ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, 
LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, 
NT, NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, 



= (54) Title: METHOD OF PROTEIN MEASUREMENT 

j= (54)&8ja>€fr: m&nmttm 



O 




200 



400 



600 



800 



1000 



^Ur^->;»j8(mg/dL) 



A ... LOW ALBUMIN SAMPLE (BEFORE CORRECTION) 
B ... HIGH ALBUMIN SAMPLE (BEFORE CORRECTION) 

C. .. LOW ALBUMIN SAMPLE (AFTER CORRECTION) 

D. .. HIGH ALBUMIN SAMPLE (AFTER CORRECTION) 

E . .. ALBUMIN CONCN. (mg/L) 
F ... CREATININE CONCN. (mg/dL) 

(57) Abstract: A technique for performing protein measurement on the basis of the level of coloring upon coexistence of a liquid 
sample with an indicator for protein measurement In this technique, information reflecting the concentration of creatinine in a 
liquid sample is procured, and in accordance with this information, the amount of creatinine influence on the measurement of protein 
concentration is removed. 



WO 2005/071420 Al lillll : ll'ill I I'll llllll IN II llll HUM llllll III llll 



SG t SK, SL, SY, TJ, TM, TN, TR, TT, TZ, UA t UG, US, 
UZ, VC, VN, YU, ZA, ZM, ZW. 

(84) (mTFtoKiwv * ±xo>mm<D&#&m 

ti< *If&): ARIPO (BW, GH, GM, KE, LS, MW, MZ, NA, 
SD, SL, SZ, TZ, UG, ZM, ZW), ZL— ? i/T (AM, AZ, 
BY, KG, KZ, MD, RU, TJ, TM), 3 — Q V (AT, BE, 
BG, CH, CY, CZ, DE, DK, EE, ES, FI, PR, GB, GR, HU, 
IE, IS, IT, LT, LU, MC, NL, PL, PT, RO, SE, SI, SK, TR), 



OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, 
MR, NE, SN, TD, TG). 



WO 2005/071420 



1 



PCT/JP2005/000758 



m m m 

[oooi] Wifc&mfc&vzm&K&fflfeirz&mmirz. 

cooo2] «tci:», ^mm^±^mm(Dm&m^^tix^ 0 mensem 

[0003] tim.*$<DT;v-fVs\^ mWZ -*SmikU £>5V tc<boTW*ftftitfj^£ 
[0004] T/^^i*<iOS &®0$y^j!fflT^5&W£Lt, -Y 

mT^v^m^Mnmmt^tc^mmic^xmm.ir^t^x^ 
<D%mm\m ^■oxmi^nntthimm.m^m2mm^m^^ 0 ^<&t% 



WO 2005/071420 



2 



PCT/JP2005/000758 



[0005] -r^y^n^hffi« N Bmz£m&-m&zmfei-zfe&ttteXfcx*&ztc®, , n 
■?bmx\z. wm^mm^^/^xmMx^-r , *tcxwyzf\z&\^xmfci& 

[0006] m&m^m*fe&mmfei-%tcfr<Dmw£j}mtvxn, m smmmh 

[0007] m &mm&&£xf&mMi&m*. ffiBttmxh%tcmmmmm^\ 

mn<D^em^n. m&&<m&n%mfe~rz><Dj!)mMxhz> 0 ^o/c*, a &m 

mt>tix^z> 0 u>>uca^ m&mmm&zv&mm&mi^^xte, m^mm 
Kit kiil-c mtm&<D&m&hz 0 
[0008] m*<D&ftMm<D&m*%v^<\,^mkvx\^ ^m^^v^mmvtc^mitz. 
t^mw^ms^m) , $&mitmm&£rff&m^?xmMms%ibtix\,^ 0 

^fC£i&*u m &n^&M^v^%&&ttx&m='V'(h*<D&mfrbm un* 
fem-tzxmxhz, ^.(D^mxi-i, m^^^n^Bm^m^^K mm 

^tz^zmfemmmmx&z&^tzTtvvhtfhZo -x.f&mttmfe&x 



WO 2005/071420 3 PCT/JP200S/000758 

[0009] WffJcm : 0 *S#^¥7-1 3640#<£$B 

#fF;*Ci&3: fl*B4^Ha57-51627#^« 
flrtflfcffc: 0 *H#&|Bg61-155757-5§-<k# 
#fF;£i*5: H*S#MB863-127160#^fR 

[0010] *mW<D I tttt, «EfWW*»0« SSI (fc£*.tf7VK^V) «i£j&*o 
[0011] ±IBLfc g »**^5fcftUl<ft«»Wbfc. #38 W 

[0012] -f-jfcbt), »t*WJPKfct^tfm, *fctttt8Qfc*5«-3£ 

[0013] *«w©«asraas*&tt, 

[0014] ^i^T^=>ftoj^»l»ic"^-5fc«)O^^W*^ifetU"ttt, fcfafctf*2*^y 



WO 2005/071420 4 PCT/JP2005/000758 

m^JEvtMiEm^m:WLmvit±x\ miE^m^m^ ^xmi^nn^n 

[0015] rr-e, &&W<Dm aWSS^fefi. ^-Wc&^t, ^ur^-^m&^m^. 
u z<D?ur?-~^mmzm^^x&mmtem&mmmzmnir^kk^x\,^ 

[ooi6] -rt£t>*>. mk<o^T^--^mm%, mm*.mmxhzM&\z.i$^x, m<z># 

oxmmu «_k, ^<Dmto&zmBtt^cfc%mcm^^x. w&nzwifevx? 
*&w^3dmm ^wm^m<D^ur^>mmti,xmm'r^t 
toon] xmwx\z, mwnm^n^^T^^<Dmm(hh<^uT^iymmim 

, i.m^.<Dm^m^^n^b^x^ 0 

[ooi8] mim&mmmicxymfeztifcRSimb, ^n^u-^^yh-m^xm^Ltzm. 
&mm&b\ <Dmm^irifyyxh^ 0 



WO 200S/071420 



5 



PCT/JP2005/000758 



[ooi9] *&m\*. mfttzntm&mifemm^mhz&mttbizv^&vnmzm 
iti*i?fcou j;v \ «bj t-^itsay^^t^s eatLTtt, jamas tc 

[0020] #|gP^O® SiCiliJ^fete, fc^x.fi^^ig e wsy^ffl^mt?r##$ 
[0021] mi^xs/^&v^tt:, Sgi)£^il3, tcbx.\imi(Dm&m^mtzbx.ii 

[0022] ^-c\ *ftWK&iiz&mm4mbte. m&m^m (m^m) b&&vtzm& 



WO 2005/071420 



6 



PCT/JP2005/000758 



[0023] Mfcl] 




X3 



[0024] -fb^ltefeWCH:, Xlli/MJ^, ^hnS^fcfi^hny^, X2tt^n<y>\ X3 

[0025] *55M»c*3«-5^Nnywt;'af-"9-^^fe*i:bTtt, -fb^llOBWC, XI #3 

, X3#:£*Ot>0>tfSteJfi$*u5. X4*3j;T^X5(C4o(t5^i:LT{4, ifcSWUlttNa 
[0026] ^P^tCiott^^y^b^f-^v i ^^#,^ < bLT«, TIS'fb^2-6^Ufe 



WO 2005/071420 



7 



PCT/JP2005/000758 



[0027] Mk2] v 



[0028] Mb3] 




WO 2005/071420 



8 



PCT/JP2005/000758 



[0029] [fb4] 




WO 2005/071420 



9 



PCT/JP2005/000758 



[0031] um 




[0032] 1k¥&2~6b\yZm&Ut'^u#l'fc^l^l'X&,Xtt. TSB&lfc^USJKSt 
[0033] 









<b^s£2 






{b3*5t3. 




*WbJ«*st*tt(B*l» 


<b^s£4 


X 'J X P V > B 


mS<b**iC*tt(B*BB) 






«#«*x**sc*a ( B *B) 


Ib^sfce 







^eyx.j—;vzf;v— (TBPB) . ^o^dd7s/- /KtVw- (BCPB) , ttzfezftt 



WO 2005/071420 



10 



PCT/JP2005/000758 



— (TBPB) %m V ^Z.hftX%Z> 0 

[0035] if%m<om2^yf\z.^x\t. fci:;ttfB**8u irs^ffi, 38 

[0036] »3djSfett, ?UT^-l'&mm\zVEf%&ttb$<D±&M<nm*b?l<'T3-~^% 

[0037] ^yy^mfi. Tj^V^kWTK^^X, tUT=f-~y%K°?Vymtzm&£lktzb% 

[0039] /<95>^A«MM(t#Sc»±, /^^^Atfe^O^^UT^^****^* 

rro^jSfeoj^jWmov^-CW:, H*H < KrPH2004-i38407-§-^«tJ:H^$ix-C 

(2,6-Dichloro-4'-hydroxy-3',3"-dimethylfijchsone-5',5"-dicarboxylic acid, 
disodium salt)^#^rt^-et^ 0 
[0040] ^i^hSrtt, T/^y^^TT'^^^hK^t^WT^-Vt^SrSC^ 



WO 2005/071420 11 PCT/JP2005/000758 

[0041] m3x^y7\z.&^x^ m&mmm*. ^ikftffefrt&mfiiK&^xmnz 

i-tt&nfo&ttMti&ft+zx^y'fts mow &nm^mxvh^r 
^^(DBm^n\^^m2<Dm&mmwm^m^^xmm(om^mm^ 

tzm&m.mmz.M\.xmL<Dm®*mmmtt?srv'7k. ^Aytz^m^x<om% 

[0042] m2(Dm &mmfe^mbvx^ tztx-ttf&mitmm, M^r^^iis, &5 

[0043] ftmitmrnte. mm (m&m m^Rm^tct^c^m^^mm 

[0044] ft&y^yfxmmmte. m&mzttLx&mMRfc&z*i-ft&ixifc^nzte 
[0045] H7c$gfri£te, m &nz&m-&m$gfck5ti&$it, z<Db%<D$$w<D&m\z.m 

[0046] -r^^^^^^^^Sfe^tL-Ctt, tfV tKn^i/^vif^/V*^^^^ 
[0047] ^y^^^ft:^^-rS-fe^iLT{*, fn#P-/UWh\ yp^-t^n-A- 

[0048] *&w<Dm smmfejimicto^x^ tct^^^yy^^^x^irmm^ 



WO 2005/071420 



12 



PCT/JP2005/000758 



[0049] m2*7-y?\Zid^X\Z, tUT^-XD&Wm*. T feffr^ftfctfti;^^ 

m.W(omwm\(o^ih^K^x, ±femi<^®ewiBy^fe> tcbz-tf&mm 
&mtitctem&mmmz±<>xr>mmzmfeu ^mmm^ur^^m^.b^ 

[0050] ^m<Dm&nm^m^^^x^ %3^yy\c$s\^xm nsxu^mm^. 

[0051] ffiE/s^om, tcb*.\m& mm&frm~x?uT^~^Wkmmtem$k<7>Wi 
m&^y^-^zffi^xttf&zntcmw^x^xm^tiZo mm^t. tzbz.\$ 

fog-mb, ?ur?-=->mi£b, (nm&z^mknM&ttmr^hLxmmtt 
mmirm^mmir^^mb^mmmtcmm^w^^T^b, 
[0052] *mfejfm*mm-t%m&, mm*&tt. m & mm^.mm^m^t^mwu.m 

o 

[0053] K^^ttt, m*m. mmm^^m-r^mm^R^um^m^. m 



WO 2005/071420 



13 



PCT/JP2005/000758 



[0054] $mm*<Dm^m<omm wfcHw&avr , *M&m-tz>¥a*m<Dwm\z.£9 
[0055] ^mm<DpH\*. tzt^m^m<DpKamx<o^m wtzti, ittx.itm^mt 

L<«pH=2. 0— 3.5CO^ffl^tv5„ 

[0056] mmmtLXit, &mm<DpH(itbz.\tpH=i. 5-4. 5) \c^x^0^mmm 
sttt. ®\z.w.fe&tit£^ifi, 1-1. sm, ^*l<«o. 

[0057] MttSfttL-Cte, ® e®^^*^V^7Ltt#)W^ffl1-?.r<b^r^So 

[0058] ^jfe^^-cte, m &wM&<DMftz>mfc&.n*^^x, mb&m &mm 
m^m^^^tmmm^^vtct^(DRm^E.^i^m<Di^xh^^ 

[0059] ft&fttt* 0. 5mMfh7^a ; t7x7-/^- (TBPB) , 0. 5MV>=i'm.mffi 
$t(pH = 3. 4)*3jlU?30wt%3i^/-^^-a-Lrt-^mM^, ^*S(Whatman*t$!f 

m^^x. ^m^—^m^sonmcD^wMvtzt^^m^^^xm 



WO 2005/071420 



14 



PCT/JP2005/000758 



[0060] mfc&ntLXtZ, ?UT^~^m&&20mg/dL£XT<Dl&?UT?-~>m£<Dm 

[oo6i] Rttm&xxfm &nmi&<Dmfem%:\^\, ^x\t, i&ns 

&wmmzMz>z.btfx%z>-b&ftfrz> 0 Rmmu(%))tm&nmm (yOn g /dU) 
t<Dmmmmte. m^2mm\z.x^xrmm^.i \z.£<>xmi-^ktfxzz> 0 

[0062] [^1] 

y = 2*1 0 9 *X" 4 4653 

remits mmzt&m&wmmzttz&w&iktivfto 
[oo64] mmmitmm^mi^^vtzh^mmu BCMmz, & 

[0065] m&mmm*. m^ntcRMmi:±m^uzRAir^t^x^w^tc 0 - 
[0066] «ife©sK(«*pftL-ci4» w&n&t&&-fex?uT^~^m*mtezh<z>&®. 



WO 2005/071420 



15 



PCT/JP2005/000758 



[0067] ?uT^-i^&g.&£xfm&nm&<DMfew&iz^x^ ^r^-^ymm: 

mmm*mm<Dm&mmm£yhk°<Dnmmm.tte^x\<^i)\ -r&t^vr 
mm& {y(mg/dL))b<DMmz, m^mmi^rm^z^'titm^tLxm 

[0069] [#2] 

y = 0. 0051x + 5. 3076 

[0070] ^LT, *UT^->*©#**|ifc^Ufcg S JJJgS (Y(mg/dL))<^^^:(*, T 

m%ty£3bvxmi-z.b&x%z> 0 

[0071] [#C3] 

Y = y — 0. 005 1 x 

[0072] mn^m^n^wm^^r^-^mm.x^\oom & /^mmb 

vt.m&. ^MW^-tymw^AbLx^M-r^b^x^o 
[0073] imi 



WO 2005/071420 16 PCT/JP2005/000758 



Y = y-0. 005 1 (x-1 00) 

[0074] 02ic*5v^tt, &^%m^xm&n&f&&mn^tc&$k&m^(<>)kvxmm 
nmm 3 

[0075] ^mmmi^^xit, ^v^t*vy^&&mm&£htcnmmmi£n 

[0076] nmm^mm\^mm^mtvx±mit^2x^^tz^n^it^i^^ 
%k&m (7P^r->yB:is«tt^itis( b #n)) ^rfflv^c mmmitm 

*m%ii,tcbz<DRMffizm^^xmfevtc 0 mfcpmtvx^ mmmitmm^ 

[0077] ^mitmm^T^^ym&^m^. %iVfb\^X<D^;?u->j-;V%ifcbT 

[0078] ' RMm&~£Tfm& nmm<nm^m^^x\^ fr&m&mm^ r^v^wt 
ttz.t\z.z<>xT;v7%i/mm**ft^tftxttz.ttfftfrz> 0 fc&mu(%))tT 

b&X%Z> 0 
[0079] [|&5] 



WO 2005/071420 



17 



PCT/JP2005/000758 



y = 8* 1 0 1 4 *X- 7 2932 

mmm 4 

[ooso] *mmmK&^xte, ^ur^^mmm^mm^mmn^m^^x. 
' [oo8i] mnm3kmmte^mz£vft)i%Ltzi><D*®imu zcMm^ 

[0082] mm<Dmw-m^tvx^ m&mum^-^x^T^>mmm^h^m 
fflLfc 0 &mftpm\-z. ?\sT^~^mm&20mf>/dLsiTxhz>i&?uTi-=-^Wk 

Ut±T\ ?UT^~l'Zm^&m\lir%~bK£vX?\/T^~>mZM&l'tc-b<D 
[0083] ^UT^^Sfei^H^^^iSl^^f-oV^-Cfi, ^^T^-^S^tt 

«te^-(^)tLx, mr^^^m^^^xitm^(m)tvx^vtz 0 ia4a»ww» 
<DBWA&i&nx*$z>z\b&m^x\, ^ 0 

. [0084] r^-C, ^W7f=yig 0c(mg/dL))i:Sl*sP(y(%))i©B8«tt, S/h25HfcKJ;9 



WO 2005/071420 



18 



PCT/JP2005/000758 



[0085] me] 

y =-0. 0 1 88x + 89. 1 35 ■••(1) 
y=-0. 0 1 58x + 70. 837 •••(2) 

[0086] ±ia»*6(i)*5 J:t/«6(2)tc*5V g ir^tUtt. T/vzfKyWtmftmftfr 

[0088] DR7] 



WO 2005/071420 



19 



PCT/JP2005/000758 



y = 0. 0002x + 0. 0 042 

[oo89] ufc^o-c, Tjvzf^mmz.m^ti^T^^m(Dmm^m.tzR^m(R' ( 
%))(Dffij£im, rtm^8tLxm^t^x^ 0 gcsssci&i^ mammon 

tzRMm(%)XW > CTeiZtUTT-^M&img/dOXhZe 
[0090] [^8] 

R' (%) = R+(0. 0002R+0. 0042)xCre 

[0091] ^r-e v mm^m^i^^^^r^-^m^xh^ioomg/dL^mmt 

uz.m&. ±mm*8te-rtm#.9t\.xmm-z>z.btfxzz> 0 
[0092] \m\ 

R' (%) = R + (0. 0002R + 0. 0 0 4 2) x (C r e - 1 0 0) 

[0093] g]5K*5V ^Tf4, ^9?rffl V ^TSl=f^^MiELfc±-e, !fc£5&fflV ^XTtV^Vs 

^m%ffiWhtcffi&&mmiz.7jk\^x&%o ms^&^x, m^(+M&T/v-7*-y& 

[0094] Mm-4KS^T^fiE£*lfc$mte, *W^~>^SfiK»JEJfl»*a8fc 

l/t, tzk*.\* J rv7*m, «*v-hBMk«fe. 'WfrAlWWte-Su £fcf*-M^ 



WO 2005/071420 20 PCT/JP2005/000758 

[2] mi^nb&&nmfemm&mb*&&ztt&<D^&Km<5^x, mmzmz 
&vzm&w<nmm&fc&vitmifc®mzftnirzmixT?-7b, 

\c^f^ur^^(D^m^mvtzm2jt^m^nir^m2^y^b, 
±m%2f&mm^M.u fr^±.m®immmz.m^\< ^xmftnwfctdvzm & 
mmm^mw-r^m^y^b. 

ftvxmm&}te&&mm&*Winir%^ m^m2^mm<Dm&mm^m 0 

ttoztvewc^x. &m'&&m&titem &mmm'£^xfc®m&mfeu m 
mfcm&b?-^T^->'mi0ib%M&tttftzh<Dz&m-tz>. mMm^^m. a 

[6] ±rd*iE^^if{*. sssjs^^i^i— c^i/7^yii^^/j:5if©i^ 



WO 2005/071420 21 PCT/JP2005/000758 

x^mi<Dm&mm^m\^tc^xm^^mMm2Kmm<Dm&mm 
[9] ±.mm3^yyK3o^x\z, lansit ^fe^$nfc^*mcs<5v ^ 

[12] ±m&9->^>'X&*tt* rmfc^ix&ziteik^mm-rz^KW&c 



WO 2005/071420 



22 



PCT/JP2005/000758 



X2 X2 




X3 



3^n^>*fcii7K^, X4i47K^S*fc(i^(D^, X5tt*/nK^V/PS*fctt-€: 
Wb2] 



WO 2005/071420 



23 



PCT/JP2005/000758 




CI 



WO 2005/071420 24 PCT/JP2005/000758 



Mb5] 




Mfc6] 



WO 2005/071420 



25 



PCT/JP2005/000758 



Br Br 




nn^y— (BCPB), iL*ttftt7zc.j—A,-fiv~- (BPB) T?fc5, 
3fill^lB*©S&«jBl^jSfeo 

±HE®a©(4, T/K/SV-T?fc5, ^^lfCfEife©® SKJBI^^o 



WO 2005/071420 

[Ell] 



1/3 



PCT/JP2005/000758 



FIG. 1 




WO 2005/071420 



PCT/JP2005/000758 




WO 2005/071420 
5] 



3/3 



PCT/JP2005/000758 



/// 



FIG. 5 




200 400 600 800 
<7b7^->;M(mg/dL) 



1000 



[06] 



FIG. 6 



0.020 



— 0.018 
to 

_ 0.016 



0.014 




60 



70 80 



90 



